Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-1 



Entrez cross-database search 



Page 1 of 1 




, Entrez, T he Life Sciences Search Engine, 



PubMed | All Databases 
Search across databases 



Human Genome | GenBank | Map Viewer | BLAST 



"linkage database" 



I I GO 1 1 Clear | Help 



- Result counts displayed in gray indicate one or more terms not found 



mi $ 



[HI 



PubMed: biomedical literature 
citations and abstracts 

PubMed Central: free, full text 
journal articles 

Site Search: NCBI web and FTP 

sites 



© 
® 



42 



Books: online books 



S -+- OMIM: online Mendelian 
Inheritance in Man 

OMIA: online Mendelian 
Inheritance in Animals 



© 
© 
® 



|none| £^ 
|none| 
Inonel EJ}< 



m m 



Inonel 
|none| «n 
Inonel nlll 



ma K 

a I 
a 3c 



CoreNucleotide: Core subset of 
nucleotide sequence records 

EST: Expressed Sequence Tag 
records 

GSS: Genome Survey Sequence 
records 

Protein: sequence database 

Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChcm Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



© 
© 
© 
© 
© 
© 

© 
© 
© 

© 



Ini SI 



Inonel Og 

nn m 
m |; 

|none| [/] 



9313 ansa 



LH % 



dbGaP: genotype and 
phenotype 

UniGene: gene-oriented clusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



© 
© 



© 
© 
© 
© 
© 
m 



Journals: detailed information 
|3j Hp about the journals indexed in © 

PubMed and other Entrez databases 

^ NLM Catalog: catalog of books, 

|2l| nf journals, and audiovisuals in the © 

NLM collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 



© 



I Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://vvww.ncbi.nlm.nih.gov/sites/gqiiery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-2 



Entrez cross-database search 



Page 1 of 1 



"3 NCBI 



I HQH6 i SEARCH , SITE lift j 



PubMed I All Databases 
Search across databases 



Entrez, The Life Sciences Search Engine t 

GenBank | Map Viewer | BLAST 



Human Genome 



"splice variant database" 



CO 1 1 Clear | Help 



I - Result counts displayed in gray Indicate one or more terms not found 

IktI tH PubMed: biomedical literature ,«* 
IS^J IW' citations and abstracts m 



1527 



PubMed Central: free, full text 
journal articles 

r-jjgj JjyJ Site Search: NCBI web and FTP 



m 



[ill >||| Books: online books 



OMIM: online Mendelian 
Inheritance in Man 



OMIA: online Mendelian 
Inheritance in Animals 



& 



|none| 



E 



CoreNucieotide: Core subset of 
nucleotide sequence records 

EST: Expressed Sequence Tag 
*• records 

tfu GSS: Genome Survey Sequence 
hT records 



m 



mi m 



jnonel mil 



15551 X 



| none | 



Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



® 
@ 
m 



53 



dbGaP: genotype and phenotype ® 

UniGene: gene-oriented dusters ^p. 

of transcript sequences ™ 

CDD: conserved protein domain gj. 
database 



|none| » # « # « Protein: sequence database @ |none| 



m (m hp- 
oil Qq 



3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



m 

@ 
® 
® 
@ 
© 
@ 



Journals: detailed information 
about the journals indexed in 
PubMed and other Entrez 
databases 

NLM Catalog: catalog of books, 
journals, and audiovisual in the 
NLM collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 



j Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-3 



Entrez cross-database search 



Page 1 of 1 




o- i Entrez, The Life Sciences Search Engine c 

PubMed | All Databases | Human Genome | GenBank | Map Viewer | BLAST 
Search across databases 



"translocation database" 



jf I - Result counts displayed in gray indicate one or more terms not found 

[U tjj Books: online books 



1 304 1 

mm # 

LH 0 



PubMed: biomedical literature 
citations and abstracts 

PubMed Central: free, full text 
journal articles 

Site Search: NCBI web and FTP 
sites 



| GO 1 1 Clear | Help 
® 



Sit I * 04 1 -4- OMIM: online Mendelian 
W L±H3J A Inheritance in Man 

OMIA: online Mendelian 
Inheritance in Animals 



CoreNucleotide: Core subset of 
nucleotide sequence records 

EST: Expressed Sequence Tag 
records 



® 



m 



GSS: Genome Survey Sequence ^ 
records ^ 



|none| • • • Protein: sequence database 



Hz] III 

1 one I m ^ m 



Genome: whole genome 
sequences 

Structure: three-dimensional 
macromoiecular structures 

Taxonomy: organisms in 
GenBank 



▼ SNP: single nucleotide 
polymorphism 



Gene: gene-centered 
information 



X 



13 



52 



HomoloGenc: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



® 
® 

@ 

m 



US 

15151 
[none| 



|326| 



[38131 



none! mim 



hod 



dbGaP: genotype and 
phenotype 

UniGene: gene-oriented clusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet; population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



® 
® 
® 
m 
@ 
& 
© 
® 
® 
® 
® 



0 



Journals: detailed information about 

the journals indexed in PubMed and ® 

other Entrez databases 

NLM Catalog: catalog of books, 

journals, and audiovisuals in the NLM >fcp 

collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 



I Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-4 



Entrez cross-database search 



Page 1 of 1 




o-| Entrez, The Life Sciences Search Engine^ 

PubMed | All Databases f Human Genome | GenBank | Map Viewer f BLAST 
Search across databases ["engineered gene" or "non-naturally occurring genj | GO 1 1 Clear | Help 
Mi - Result counts displayed in gray indicate one or more terms not found 



PubMed: biomedical literature citations 
and abstracts 

fool Att PubMed Central: free, full text journal 
^ V> articles 



[44| $ 

0 (jjj Site Search: NCB1 web and sites 



® [U ■ tjjT Books: online books @ 

© Ill6l OMIM: online Mendelian Inheritance ,jg 

@m 4f?S OMIA: online Mendelian Inheritance ,b» 

l=J In Animals 



EH 

0 



Sfi CoreNucIeotlde: Core subset of 
• nucleotide sequence records 

EST: Expressed Sequence Tag 
*" records 

MV GSS: Genome Survey Sequence 
~ records 

■ • 

V # * Protein: sequence database 

j|| Genome: whole genome sequences 

■A Structure: three-dimensional 
X" macromolecular structures 

•< Taxonomy: organisms in GenBank 



m 
® 

B 

m 



SNP: single nucleotide 
polymorphism 

Gene: gene-centered information 

n-.fr. HomoloGene: eukaryotic homology 
g ro ups 

Q>— PubChem Compound: unique small 
O molecule chemical structures 

f PubChem Substance: deposited 
chemical substance records 

Genome Project: genome project 
ssea information 



H02l 



0 ty, dbGaP: genotype and phenotype 
|30174| ^ 



® 



tm ,12 



|8762| tf- 
0 °D 



12658 .El 



0 a 

[3430| ^ 



# |1478964| sat 

© HzU %> 



UnlGene: gene-oriented clusters 
of transcript sequences 

COD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bloactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



® 
® 
© 
® 

® 
® 



. Journals: detailed information about r-j 

|20| n the journals indexed in PubMed and @ lil : 
other Entrez databases 



NLM Catalog: catalog of bool<s, 

|29| np journals, and audiovisuals in the NLM © 
collections 



MeSH: detailed information about NLM's 
controlled vocabulary 



I Counts in XML I Entrez Utilities I Disclaimer | Privacy statement I Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-5 



Entrez cross-database search 



Page 1 of 1 




, Entrez, The Life Sciences Search Engine n 



| H0M6 | SEARCH | SITE Okt j 



PubMed | All Databases | Human Genome | GenBank | Map Viewer | BLAST 
Search across databases |"cDNA stability" " ~ 



GO 



1 Clear | Help 



EH\ - Result counts displayed in gray indicate one or more terms not found 

l24| Books: online books 

® 



|2250| PuDMe< ' ! biomedical literature 



citations and abstracts 



1200711 |p 

0 $ 



PubMed Central: free, full 
text journal articles 



OMIM: online Mendelian 
Inheritance in Man 



Site Search: NCBI web and 
FTP sites 



t&r [nonel 



OMIA: online Mendelian 
Inheritance in Animals 



| w .. I jt| CoreNucleotide: Core subset of 

' ' nucleotide sequence records 

| none | EST: Expressed Sequence Tag 

' ' * records 



records 

GSS: Genome Survey Sequence 
records 



I none| » # »« Protein: sequence database 



m m 



IWait I I II it 



Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChcm Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



® 
® 



® 

m 



0 ay 



Inonel jgj 



EH V 
1 15032 1 f~p- 



|none| Og 

[waTTI f|jj| 

fiTi m 



IWait I |; 

1 20 1 as 



|none| ^> 



dbGaP: genotype and 
phenotype 

UniGene: gene-oriented 
clusters of transcript sequences 

COD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: 

bioactivity screens of chemical 
substances 

GENSAT: gene expression atlas 
of mouse central nervous 
system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection 
of related protein sequences 



m 
® 
® 
® 



© 
@ 
© 

® 

® 
® 



Journals: detailed information 

Sill about the journals indexed In 
M PubMed and other Entrez 
databases 



® 



NLM Catalog: catalog of books, 
|njp journals, and audiovisuals in the ® 
NLM collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 



® 



I Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-6 



Entrez cross-database search 



Page 1 of 1 




Entrez, The Life Sciences Search Engine^ 



H0US I SEARCH , SITE MAP ' 



PubMed | All Databases f Human Genome | GenBank | Map Viewer | BLAST 

Search across databases | "post translational modification sequence" 1 1 GO 1 1 Clear | Help 
SI - Result counts displayed in gray indicate one or more terms not found 

SUM] $ ^r^^r^ ""x*.": onnne books ' ' © 



L5274 



IS $ 



PubMed: biomedical literature 
stations and abstracts 

PubMed Central: free, full text 
journal articles 

Site Search: NCBI web and FTP 
sites 



# 53 * Err 



online Mendelian Inheritance 



OMIA: online Mendelian Inheritance 
In Animals **' 



^ CoreNucleotide: Core subset 



of nucleotide sequence records 
|none| ^ EST: Expressed Sequence Tag # 



® 0 ijfa dbGaP: genotype and phenotype @ 



^£1 ffl* ^ Genome Survey Sequence # 



I none | Protein: sequence database 

igj] ill Genome: whole genome 
I — I *i' sequences 



U 98153771 inn 



Structure: ttiree-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 



| aAQ | II Gene: gene-centered 
ft information 

rgjj +>_h- HomoloGene: eukaryotic 



o, 



homology groups 
PubChem Compound: unique 



f ry small molecule chemical 
structures 

fPubChem Substance: 
deposited chemical substance 
records 

^ Genome Project: genome 
*Sa project information 



( none) 

111 



UniGene: gene-oriented clusters of 
transcript sequences 

CDD: conserved protein domain & 
database 

3D Domains: domains from Entrez ,& 
Structure «* 



l^j^ UniSTS: markers and mapping data 



I nonej 



PopSet: population study data sets (|ri 
® 
® 



GEO Profiles: expression and 
molecular abundance profiles 



GEO DataSets: experimental sets of 
GEO data 



Cancer Chromosomes: cytogenetic 
databases 



nonel 0 



PubChcm BioAssay: bioacbvity 
screens of chemical substances 

GENSAT: gene expression atlas of 
mouse central nervous system 



I none| B Probe: sequence-specific reagents 



none ^ip 



Protein Clusters: a collection of 
related protein sequences 



® 



Journals: detailed information about i 1 

I nonel Wt the journals indexed in PubMed and ® |none| 

other Entrez databases 

NLM Catalog: catalog of books, 

I nonel n journals, and audlovlsuals in the NLM @ 

collections 



MeSH: detailed information about 
NLM's controlled vocabulary 



® 



I Counts in XML I Entrez Utilities | Disclaimer I Privacy statement | Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-7 



Entrez cross-database search 



Page 1 of 1 



NCBI 



, Entrez, The Life Sciences Search Engine^ 



| HOME : SEARCH , SITE M.0.P 



Pub Med | All Databases 
Search across databases 



Human Genome | GenBank | Map Viewer | BLAST 



"protein stability" 



SO 1 1 Clear | Help 



CO - Result counts displayed in gray indicate one or more terms not found 



|-,gQ^| j^j PubMed: biomedical literature 



3909 



mm % 



citations and abstracts 

PubMed Central: free, full text 
journal articles 

Site Search: NCBI web and FTP 
tes 



Books: online books 



OMIM: online Mendelian 
Inheritance in Man 



r^l jCS^K OMIA: online Mendelian Inheritance 
12J mff in Animals 



|546 
noncl 



*CoreNucleotide: Core subset of 
nucleotide sequence records 



EST: Expressed Sequence Tag 
records 

GSS: Genome Survey Sequence 
records 



1 1255 1 » # « # « Protein: sequence database 
rj| |jj Genome: whole genome 



11821 I lit! 



X 



jnonel 

LHU f 



sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



& 
® 
@ 
m 
® 
m 
m 

® 
m 



® m 

|427l <$ 
|79470| r*"p- 

1 19094| 

[29i m 



Emu ^ 



[1] n 



dbGaP: genotype and 
phenotype 

UniGene: gene-oriented 
clusters of transcript sequences 

CDD: conserved protein 
domain database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: 

bioactivity screens of chemical 
substances 

GENSAT: gene expression 
atlas of mouse central nervous 
system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection 
of related protein sequences 



® 
® 



® 
® 



Journals: detailed information 
j^ji ij^ about the journals indexed in 
1 PubMed and other Entrez 

databases 

NLM Catalog: catalog of books, 
) 5] fa! journals, and audiovtsuals in the 
NLM collections 



m 



MeSH: detailed information about 
NLM's controlled vocabulary 



I Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://vvww.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-8 



Entrez cross-database search 



Page 1 of 1 



% NCB1 



HOME ( SEARCH , SITE MAP 



o -, Entrez, The Life Sciences Search Engine. 



PubMed I All Databases 
Search across databases 



j Human Genome | GenBank j Map Viewer | BLAST 



predicted protein transport" 



m - Result counts displayed in gray indicate one or more terms not found 
|390] 



2246 



PubMed: biomedical literature 
citations and abstracts 



PubMed Central: Free, full text 
journal articles 

Site Search: NCB1 web and FTP 
sites 



m m 




@ [496] 


* 


@ |none| 





1 1 GO 1 1 Clear | H <?ip 

Books: online books @ 

OMIM: online Mendelian 
Inheritance in Man ™ 

OMIA: online Mendelian 
Inheritance in Animals ^ 



CoreNucleotide: Core subset of 
nucleotide sequence records 

EST: Expressed Sequence Tag 
records 



[none] £Q« GSS! Genome Survey Sequence 



m m 

Inone] 4mH 



118211 Mill 

ma X 



a 



t> 



records 

Protein: sequence database 

Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 



© 

m 
® 
® 
® 
m 
© 

© 

m 
m 



[T] ffy dbGaP: genotype and phenotype @ 



m 

LH 



m 



UniGene: gene-oriented dusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



® 



® 



0 



Journals: detailed information 
about the journals indexed in 
PubMed and other Entrez 
databases 

NLM Catalog: catalog of books, 



jl| ftp journals, and audiovisuals in the 
NLM collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 



® 



I Counts In XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://www.ncbi . nlm .nih. gov/sites/g query 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 1 5, 2007 
Exhibit A-9 



Entrez cross-database search 



Page 1 of 1 




° < Entr ez, The Life Sc i ences Search Engine^ 

PubMed | All Databases } Human Genome | GenBank | Map Viewer | BLAST 



Search across databases ["shuffled gene" 



00 1 1 Clear Help 



t^H - Result counts displayed In gray Indicate one or more terms not found 

PubMed: bior 
and abstracts 



j ^gfij |fciP| PubM I: biomedical literature citations 

1 878 1 PubMo,f Central: free, full text Journal ^ | l4562| ^ OMIM: online Mendelian Inheritance 



[7] ^jfjj Site Search: NCBI web and FTP sites @ 



pF] Books: online books 

HI* 

0 ^» in Animals 



in Man 

OMIA: online Mendelian Inheritance 



® 
® 
© 



Inonel 



ffl* 



CoreNucleotide: Core subset of 
nucleotide sequence records 



EST: Expressed Sequence Tag 
records 



GSS: Genome Survey Sequence 
records 



I none; •JL* Protein: sequence database 



[6104) |j| Genome: whole genome sequences 
jnone| 



Structure: three-dimensional 
macromolecular structures 



X 



1442011 ,Tt 



|2164| 



U- 



Taxonomy: organisms In GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered information 

HomoloGene: eukaryotic homology 
groups 

PubChem Compound: unique small 
molecule chemical structures 

PubChem Substance: deposited 
chemical substance records 

Genome Project: genome project 
information 



© 
® 
@ 
® 



0 ^jji dbGoP: genotype and phenotype 
|30174| fl> 



u r> 



© |42267| Og 



|241S6492| fjjp 



124271 



mm 

■ 34301 >%r> 



11478964 nan 



UniGene: gene-oriented clusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO Data Sets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem Bio Assay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



© 
© 
© 
© 



® 
© 
© 
© 



^ Journals: detailed information about i— • 

[20j Q the journals indexed In PubMed and L±i ' 

other Entrez databases 

NLM Catalog: catalog of books, 

jnonel ftp journals, and audiovisuals in the NLM $jjjg) 
collections 



MeSH: detailed Information about NLM's 
controlled vocabulary 



| Counts in XML | Entrez Utilities | Disclaimer | Privacy statement | Accessibility | 



http://www.ncbi.nlm.nih.gov/sites/gquery 



8/15/2007 



Appl. No. 09/998,904 
Amdt. dated Oct. 15, 2007 
Reply to Office Action of Jun. 15, 2007 
Exhibit A-10 



Entrez cross-database search 



Page 1 of 1 



r 


i 




> NCBI 


| HOME 


CEJWCH i SITE MAP 



<> -, Entrez, The Life Sciences Search Engine^ 

PubMed | All Databases | Human Genome | GenBank | Map Viewer | BLAST 
Search across databases ["site-directed mutagenesis gene" 



GO 1 1 Clear | Help 



{9 - Result counts displayed in gray indicate one or more terms not found 
1 174751 0 
|2227Q| H| 



m % 



PubMed: biomedical literature 
citations and abstracts 

PubMed Central: free, full 
text journal articles 

Site Search: NCBI web and 
FTP sites 



GUI * 



Books: online books 

OMIM: online Mendelian 
Inheritance in Man 

OMIA: online Mendelian 
Inheritance in Animals 



|none| ft 
[none] 



CoreNucleotide: Core subset of 
nucleotide sequence records 

EST: Expressed Sequence Tag 
records 

KL GSS: Genome Survey Sequence 
V records 

Protein: sequence database 
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Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular stmctures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGene: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 
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ifjQ dbGaP: genotype and phenotype 
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none sum 



UniGene: gene-oriented clusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO Data Sets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 



® 



Journals: detailed information 
about the journals indexed in 
PubMed and other Entrez 
databases 



UlS< NLM Cata,0 8 ! catalog of books, ^ 
|6| n journals, and audiovisuals in the ® 
NLM collections 



MeSH: detailed information 
about NLM's controlled 
vocabulary 
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PubMed: biomedical literature 
citations and abstracts 



| 161 | &4h PubMed Central: free, full text 
I ' ^5" journal articles 

gj Jj-jj Site Search: NCBI web and FTP 
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Books: online books 



OMIM: online Mendelian 
Inheritance In Man 



j&fa OMIA: online Mendelian 
* Ba ' Inheritance in Animals 
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CoreNucleotide: Core 
subset of nucleotide 
sequence records 

EST: Expressed Sequence 
Tag records 

GSS: Genome Survey 
Sequence records 

Protein: sequence 
database 
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Genome: whole genome 
sequences 

Structure: three- 
dimensional macromolecular ® 
structures 

Taxonomy: organisms in 
GenBank w 

SNP: single nucleotide 
polymorphism ^* 

Gene: gene-centered 
information 

HomoIoGene: eukaryotic i*\ 
homology groups ^ 

PubChem Compound: 

unique small molecule 
chemical structures 
PubChem Substance: 

deposited chemical @ 
substance records 

Genome Project: genome &<\ 
project information 
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dbGaP: genotype and 
phenotype 

UniGene: gene-oriented 
clusters of transcript sequences 

COO: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: 

bioactivity screens of chemical 
substances 

GENSAT: gene expression atlas 
of mouse central nervous 
system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection 
of related protein sequences 
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Journals: detailed information about i — i 
[D Iff 'he journals indexed in PubMed and © LD 
other Entrez databases 

i—i ^ NLM Cata ' 0 9 ! catalog of books, 
|X| {<■ journals, and audiovisuals in the NLM @ 
collections 



MeSH: detailed information about 
NLM's controlled vocabulary 
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fcTI IfH PubMed: biomedical literature /»> 
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r=ri itii PubMed Central: free, full text ,£>, 

ffi journal articles 
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Books: online books 
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S-jU- OMIM: online Mendelian 
y\ Inheritance in Man 



OMIA: online Mendelian 
Inheritance in Animals 
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Protein: sequence database 

Genome: whole genome 
sequences 

Structure: three-dimensional 
macromolecular structures 

Taxonomy: organisms in 
GenBank 

SNP: single nucleotide 
polymorphism 

Gene: gene-centered 
information 

HomoloGcne: eukaryotic 
homology groups 

PubChem Compound: unique 
small molecule chemical 
structures 

PubChem Substance: 

deposited chemical substance 
records 

Genome Project: genome 
project information 
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dbGaP: genotype and 
phenotype 

UniGene: gene-oriented clusters 
of transcript sequences 

CDD: conserved protein domain 
database 

3D Domains: domains from 
Entrez Structure 

UniSTS: markers and mapping 
data 

PopSet: population study data 
sets 

GEO Profiles: expression and 
molecular abundance profiles 

GEO DataSets: experimental 
sets of GEO data 

Cancer Chromosomes: 

cytogenetic databases 

PubChem BioAssay: bioactivity 
screens of chemical substances 

GENSAT: gene expression atlas 
of mouse central nervous system 

Probe: sequence-specific 
reagents 

Protein Clusters: a collection of 
related protein sequences 
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Journals: detailed information 
|&| about the journals indexed in 

' PubMed and other Entrez 

databases 
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|2| Hp journals, and audiovisuals in the 
NLM collections 



MeSH: detailed information 
about NLM's controlled 
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SFLD 



RBVI 



BrowM by Sup«ffamtty Browse by Reaction Search by Enzyme Search by Reaction 



fr&twctlonft CiHnQWLD SfLD Slaff Curator*! Entrance 




Welcome to the Structure-Function Linkage Database 



What Is the SFLD? 

• A database that Pr»» evokjtlonartry related sequences and 
structures from mechanistically diverse raipnif«milli>« of enzymes 
to their chemical reactions 

• Correlates conserved active site residues with specific aadial 
reactions that aH members of a superfamlly perform 

(rarajtetaUs) 

What can I use the SFLD for? 

• Classify a sequence Into the nearest superfamlly and retrieve the 

associated sequences, structures, and chemical reactions of 
even diverse relatives 

• Infer function of a sequence by viewing It In the context of curatsd 
proteins at the superfamlly and family level 



What makes the SFLD unique? 

• The SFLD comitates Cffl^Mp$_rM/4<>fUQ» associated 
with active site similarities In all members of a superfamlly 

• Provides the abCty to search for related proteins by their partial 
chemical reactions 

How can I use the SFLD? (lnsKM6tJoj» & Cayeats) 

• Browse by superfamlly. subgroup, and ftunlly 

• BBMSeJvyjBficJICD (overall) 

• Search by enzyme (Gl number or name) 

• SfffinAbyjsacSon (overall or partial) 

• Classify a sequence Into a superfamlly, subgroup, or famty 



The SFLD is a collaborative project of the Babbitt and Ferrin labs at U£S£. We gratefufy acknowledge support from NIH GM60595 and NSF 

DBk>23476a (to PCS) and NIH RR01061 (to TEF). 



Cccyrlrjht © 2004,2003 Rsgtntl of the Unguilty of CalHMs. All rights 
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